Background: Seasonal variations in the acute exacerbation of chronic obstructive pulmonary disease (COPD) have been reported. However, the influence of air temperature and other meteorological factors on COPD exacerbation remains unclear.
Introduction
Exacerbation of chronic obstructive pulmonary disease (COPD), defined as an acute worsening of respiratory symptoms beyond the usual status [1] , leads to a deterioration in lung function [2] and quality of life [3] and an increased risk of mortality [4] . Reducing the burden of COPD requires better prevention, timely recognition, and effective management of exacerbations. Early identification of risk factors for exacerbation may help to prevent high-risk COPD patients from suffering an exacerbation and improve their quality of life. Exacerbation frequency in COPD is associated with several precipitating factors, including older age, lower body mass index, poor lung function, history of prior exacerbations and co-morbidities [5] . Exposure to some environmental factors such as air pollutants, occupational hazards and infections may cause exacerbation [6] , but air temperature as a risk factor is not well understood.
COPD patients have been reported to experience more frequent exacerbation and have higher hospitalization and morbidity rates during the winter season [5, 7] . In addition, respiratory viral infections have seasonal variations and are more prevalent in the winter [8] [9] [10] . Meteorological factors, such as temperature, humidity, wind speed, sunshine and rainfall tend to vary with different seasons. Although COPD exacerbations are more frequent in the winter, it is unclear whether the season itself or the above-mentioned meteorological factors exert an influence on exacerbations.
Taiwan, located in the western Pacific Ocean, is a small mountainous island, 394 km long and 144 km wide at its broadest point, on the Tropic of Cancer [11] . The comprehensive coverage offered by the Taiwanese national health insurance program provides an opportunity to investigate the linkage between meteorological effects, seasonal changes and exacerbations of COPD.
The aims of this study were to investigate meteorological variables in relation to exacerbation rates of COPD, and the potential protective effects of vaccination or inhaled medicine on COPD patients. The results could provide detailed information to assist in the prevention of exacerbation of COPD during the winter season.
Materials and Methods

Data source
A National Health Insurance (NHI) program was launched in 1995 in Taiwan. To date, enrollment in this program is mandatory and coverage is approximately 98%. In 1999, the Bureau of National Health Insurance began to release patient data in electronic form under the National Health Insurance Research Database (NHIRD) project. Various extracted datasets are available to researchers, and hundreds of published papers have used these data for their studies. Data from the NHIRD was analyzed for the current study. The hospital's ethics committee approved the study. The diseases were coded in the NHIRD using the coding of the ICD-9-CM, 2001 edition. In this study, the National Health Research Institute (NHRI) randomly sampled a representative database of 1,000,000 patients from the year 2000 registry of all NHI enrollees using a systematic sampling method for research purposes, known as the Longitudinal Health Insurance Database (LHID). There were no statistically significant differences in age, sex, or health care costs between the sample group and all enrollees, as reported by the NHRI. We used the admissions and outpatient visits databases of the sample cohort, both of which included information on patient characteristics, including sex, date of birth, date of admission, date of discharge, date of visit, and up to 5 discharge diagnoses or 3 outpatient visit diagnoses. The data files also contained information on patient prescriptions, including the names of prescribed drugs, dosage, duration, and total expenditure.
Meteorological data
In Taiwan, summer is defined as the warmest months of June, July and August, and winter is the coldest months of December, January, and February. The 2 seasons of autumn (September to November) and spring (March to May) are the transition periods between the warmest and coldest months [12] . We collected primary weather variables, including average daily ambient temperature, daily maximum ambient temperature, daily minimum ambient temperature, average daily relative humidity, average daily barometric pressure, maximum wind speed, and total hours of sunshine on each day, from all 14 weather stations in Taiwan. Local meteorological weather data measured at corresponding times in the local weather stations were provided by the Taiwan Central Weather Bureau. A gradient change for each weather time series was also derived, defined as the difference in the average of a weather variable from the previous day.
Study design and patient selection
We conducted a case-crossover study design to examine the effect of short and transient exposures on acute outcomes [13] . Each patient served as his or her own control; i.e., the study subjects were self-matched. The distribution of exposure (meteorological conditions) was compared between cases and controls. The difference between our case-crossover study and a casecontrol study is that the exposure at the time just prior to the event (the case period) was compared with a set of referent periods (control periods), or the expected distribution of exposure for nonevent follow-up times. The case period in our study was defined as the date of admission. For the referent period selection, we used the ambidirectional approach, which was proved consistent and as powerful as the time-stratified approach [14] . Referent periods were chosen as the exposure one month before the admission date and one month after the admission date for each case. Symmetric referent periods were selected to account for potential biases from linear time trends of temperature exposure [15] .
From January 1, 1999 to December 1, 2009, all patients older than 40 years who had a diagnosis of exacerbation of COPD (ICD-9 CM code 491.21) were identified. According to the definition of exacerbation of COPD [16] , we further validated the diagnosis of COPD exacerbation by patients receiving treatments with antibiotics, bronchodilator or intravascular/oral steroids. The index date was the date of outpatient visit, emergency room visit, or admission. The control date was selected as one month before the index date and one month after the index date. Long-term inhaled medicine use and vaccinations were recorded. Inhaled medicine was defined as a prescription for an inhaled long-acting ß 2 agonist (LABA), long-acting muscarinic antagonist (LAMA) or/ and inhaled corticoid steroid (ICS) for more than 28 days within 6 months before the index date. Vaccination included influenza and pneumococcus vaccines received within one year before the index date.
Statistical analysis
Normally distributed continuous data were expressed as means 6 standard deviations (SD). Numeric data with non-normal distributions were expressed as medians and inter-quartile ranges. Pearson x 2 tests were carried out for categorical variables, and the independent t-test and Mann-Whitney U test were used for parametric and nonparametric continuous variables, respectively. For the case-crossover analyses, the conditional logistic regression model was used to estimate the odds ratios (ORs) and the 95% confidence intervals (CIs). We performed subgroup analyses by stratifying the various characteristics of the patients, including age, sex, vaccination, and use of inhaled medicine. All analyses were conducted using STATA statistical software (version 11.0, STATA Corp).
Results
Demographics and meteorological variables
A total of 18,454 cases of COPD exacerbation were identified in our study cohort during an 11-year period. After excluding patients who were under 40 years (n = 262) and those who had a repeat of the same episode within one month after discharge (n = 1938), we enrolled 16,254 cases for analysis. Study subjects were predominantly male (77.4%) and the mean age was 75.5610.2 years. Hypertension (80.2%), coronary artery disease (61.0%) and cerebral vascular disease (49.3%) were the most common co-morbidities (Table 1 ). In terms of meteorological variables, the annual temperature was 23.864.7uC, with an average daily temperature range of 7.3-33.3uC and mean temperature variation of 7.162.5uC. Relative humidity ranged from 34-100% and barometric pressure was 1008.767.1 hPa ( Table 2) . Relative humidity was lower in winter in Taiwan (mean humidity in summer: 78.01%, SD 7.1%, range: 50-100%; in winter: 75.36%, SD 8.6%, range: 35-100%).
Association of meteorological variables and COPD exacerbation
The accumulated monthly cases of COPD exacerbation in association with air temperature are presented in Figure 1 . The mean temperature in the winter months (December to February) and summer months (June to August) was 17.963.3uC and 28.461.5uC, respectively. The observed numbers of monthly cases were higher in the winter than in the summer.
Statistical analysis of the case-control crossover model in terms of meteorological data on event-day, and 3-day, 7-day, 14-day and 28-day averages were carried out (Table 3) . Estimated ORs and corresponding 95% CIs for the effect of exacerbation events are expressed in terms of a 5uC decrease in mean temperature, because this represents a plausible change in temperature; the SD of the mean temperature was 4.7uC in Taiwan. We found that a 1uC decrease in mean temperature was significantly associated with a 0.8% increase in cases of COPD exacerbation (95% CI 1.015-1.138, p = 0.015) on event-days. A decrease of 5uC in mean temperature was significantly correlated with increased numbers of exacerbations from event-days (OR, 1.039, 95% CI 1.007-1.071, p = 0.015) to 28 days (OR, 1.106, 95% CI 1.063-1.152, p,0.001). Nevertheless, temperature variation had a shorter correlation, within 7 days only (OR, 1.109-1.016). Other meteorological factors, such as barometric pressure, had a positive correlation with the increased exacerbation rate from event-days (OR, 1.005, 95% CI 1.000-1.009, p = 0.036) to 28 days (OR, 1.014, 95% CI 1.007-1.020, p,0.001). Relative humidity was negatively, and sunshine hours were positively correlated with increased numbers of COPD exacerbations on event-days and within 7 days (Table 3) . When evaluating mean temperature after adjusting relative humidity, barometric pressure, wind speed, duration of sunshine and rainfall days, a stratified-temperature in relation to exacerbation rate from event-days to 28-days is shown (Figure 2 ).
Temperature effect on exacerbation rate in relation to stratified subgroup factors
To evaluate the association between temperature and exacerbation in different subpopulations, we performed subgroup analyses stratified by age, sex, vaccination and inhaled medicine treatment. The association between a mean temperature decrease of 5uC and an increased rate of COPD exacerbation was more significant in the elderly and in those without inhaled medication within one month (Table 4 ). There was no difference between patients with or without vaccination.
Discussion
Our study demonstrated the effect of mean temperature on the exacerbation of COPD. A 1uC decrease in air temperature was associated with a 0.8% increase in the exacerbation rate. The Long-term (28-day average) cold temperatures increased the risk of the exacerbation of COPD. In addition, elderly patients and those who did not receive inhaled medication tended to experience exacerbation when the mean temperature dropped 5uC. Influenza and pneumococcal vaccines did not influence the decreased exacerbation rate when there was a decrease of 5uC in mean temperature. Higher barometric pressure, more hours of sunshine and lower humidity were associated with an increase in COPD exacerbation. Temperature appears to be a potential risk factor for exacerbation. It has been reported that there was a 2-fold increase in the COPD exacerbation rate in winter [5, 7] . Neither of these studies # Adjusted for relative humidity, barometric pressure, wind speed, and duration of sunshine. *Received inhaled medicine, including inhaled long-acting ß 2 agonist, long-acting muscarinic antagonist or/and inhaled corticosteroid for more than 28 days within 6 months before the index day. + Received vaccination within one year before the event. doi:10.1371/journal.pone.0057066.t004 Table 3 . Odds ratios of exacerbation of chronic obstructive pulmonary disease in relation to meteorological variables. identified the effect of temperature on the exacerbation. Ferrari et al found that the increase in daily consultations for COPD patients was associated with a decrease of 0.72 k in temperature [17] . The lag effect of cold temperature on mortality has been reported. A 1uC decrease in temperature was associated with a 1.35% (95% CI: 1.16-1.53) increase in the daily total number of natural deaths and a 3.30% (95% CI: 2.61-3.99) increase in respiratory deaths [18] . This cold effect on mortality persisted up to 23 days [18] . These results are compatible with our findings that a lower mean temperature predicted a higher exacerbation rate and that the effects of cold temperature on the exacerbation of COPD may be longer-running. The possible explanations for the exacerbation attributed to cold temperatures included increased exposure to viral infection [19] , reduced daily physical activities [7] , and a direct cold temperature effect on broncho-constriction [20] . Donaldson et al reported that temperature was related to a reduction in lung function and that it contributed to increased COPD exacerbation [21] . Furthermore, there were some possible explanations for the long-term cold temperature effect. Exposure to cold temperatures could rapidly reduce the immunity to respiratory infections [22] and decrease mucociliary clearance [23] , the consequence of which is that a progression to a full-blown exacerbation of COPD may take a long time.
An early study reported that the combination of a higher temperature and a rise in barometric pressure predicted deterioration in the respiratory status of patients with chronic lung disease [24] . In Bavaria, Germany, barometric pressure has been shown to be positively correlated with an increase in daily COPD consultations, but solar radiation and humidity showed negative correlations [17] . Our study revealed that barometric pressure had a positive correlation with the exacerbation rate, but that humidity and sunshine hours were negatively associated with this same rate. Increased humidity may eliminate the risk of a triggering of COPD exacerbation. Rea et al reported that long-term humidification therapy significantly reduced exacerbation days, increased the time to first exacerbation and improved lung function and quality of life in patients with COPD and bronchiectasis. Humidity might be a natural way to prevent exacerbation [25] . The results related to sunshine factor in our study showed reverse results compared with the previous study [17] . Different measurements and latitudes or geographic statuses may contribute to the differences in results. Further research on sunshine exposure and COPD exacerbation may be needed.
COPD patients who received LABA, LAMA or a combination with ICS were less affected by cold temperatures. A number of studies showed that inhaled medicine could reduce the frequency of exacerbation [26] [27] [28] . This is the first study to show that these inhaled medications could reduce the impact of cold temperaturerelated exacerbation of COPD. With regard to the age factor, elderly patients had a higher risk of exacerbation when the mean temperature dropped 5uC. Lindemann et al reported that nasal complaints in elderly patients were a consequence of lower intranasal air temperature and humidity values [29] . The progressive degradation of physiological functions in the elderly increases the risk of the harmful effects of cold exposure [30] . Elderly patients should be careful about preventing cold stress.
Although this study showed that the rate of COPD exacerbation when the mean temperature decreased 5uC was not reduced among patients who received vaccination, the prevention of lower respiratory tract infection by the use of influenza and pneumococcal vaccine is still recommended in the global guidelines [31, 32] . It has been reported that respiratory viruses were more prevalent in the winter [7] , including human rhinoviruses, respiratory syncytial viruses and others [10] . Tillett et al reported that a close relationship existed between excess winter-season mortality and influenza-like illness that was independent of the cold temperature effect [33] . Influenza vaccine did reduce serious illness and mortality [34] . In this study, the 29.5% of patients with COPD exacerbation who received vaccination may not reflect the whole picture of the preventive effect of influenza vaccine.
The limitations of this study included the lack of some relevant information in the database, such as exposure to air pollutants, indoor temperature, socioeconomic status, or the temperature exposure of the individuals. Viral epidemiology was also not available in our dataset. The temperature data provided by weather stations in the countryside may not reflect the effect of temperatures on COPD exacerbation in urban areas.
In conclusion, this study demonstrated the effect of cold temperatures on the COPD exacerbation rate. Elderly patients and those without inhaled medicine before the exacerbation event were affected significantly by lower mean temperatures. A more comprehensive prevention of cold stress with regard to COPD patients may lead to a reduction in the exacerbation rate of COPD.
